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nm ^BB » 
P P A R aRUP PAR r ©PfiS^M 

:^%Bn\t. -<^)l:ir^i^^J-hmmmr^^it^^i^ (WTPPAR 

;^ 7^ ; u o g ^ ^ ® ffl ^ gi -r s o 

v-AJi5SmrS't4'fb§^^*^ (PPAR) ltC^i^m(D 

t/lf ^ ^ > D ^ K h f y K ')-(D 

t> i: of & S (Keller H. ^ : Trends Endocrinol Metab ( 1993) 4, 
291-296) o Ztl^X'P P ARtLXitam, r^,St>'5S) 0)3 

^U-oXi^^h ( Braissant 0. ^: Endocrinology ( 1996) 137, 

354-366) o ppARa{il^E^ -t^mu t(Dmmm(DmM^ 
t}(Dm\^^mmiizn^m.Lx\.^^o pp ARyitru^-^-cDm. 

J: 15 l^^iZmifi^^Ji ^ 2m(DT ^ V y it-I^tLXP P ARy 
li:PPARr2{z2^^tl?)o PPARrl{itb^6^i2;®'5:m 
^{C. PPARr 2(ii{zfliflBm^{c;ilg{c%3iUTv^i)o PP 

A R (5 l±/£«5^Ji^Ii^{-:a-^ bt ^^ So 
P P AR a{iffFlli'^'(^^J!SM{3#^i1-?>Ti/;i/C o Ai>'>^-"t?> 

^ hii>h-'jm#S-r-2)Ti>';uCoAxh KD>!7':h--fe--^HMG 
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- C 0 A > ^ — -tTx S :t ^ V V - A # S -f S T ^> ;!/ C o 

^^(CJg^-r?) ( Schoonjans K. ^ : J Lipid Res ( 1996) 37, 

907-925) o P ? AR 'y :^(Dmmt>^F F AR a (ilflMt^ 

oT ^^ S ^tiT v^ ^(Kersten S. 

^: J Clin Invest (1999) 103. 1489-1498) o 

-15s pp ARr 2 itmmmmo^^itmmizm < mt> -dx ^ z 

^As^^>tlTV^:5 (Forman BM et al : Cell (1995) 83, 803-812) o 
hD^U^^/>> Di/^U^y> (BRL-49,653) ^ 'J 

>t^^(D^T'JVi^> i/ 1 y m^i^iit^^^ - f^^x ^ ^ ^ 
^ r2m.mm.mx^mmx^^i^s -en^cD^tiiiPPARr 

iC^fST^jnx VX^^Z ht^^^^ti'^Z-^fifzi Lehmann JM et al : 
J Biol Chen ( 1995) 270, 12953-12956) o P P A R y li ^ i*^ *5 (:)■ 

*^L. P V AR6 (Dm^^ta^'^ymiZ.tl^X^t. K) ^iM-^Xy^^ 

*s P P ARtZ^^I" STif-;^ ht-feSC: ffefg^^nr ^^?>( Forman 
BM ^: Proc Natl Acad Sci USA (1997) 94, 4312-4317) o 
-lis PPAR{C^■r2>Pfi^t)K^T>^=^-;^h(COl^T{is 

^7 U y yv>ir ym^^t^P PARr®:^>^='-^ hi:LT^^ix 
t ^^i,{CJig^cl^(Obe^fieldJ.L. :Proc Natl Acad Sci USA ( 1999) 
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96,6102-6106.) o 

^^nt v^^*5(wo97/io8i3)^ T^^^f o=L7. hmno^^Eizitm-o 

C^X^T'^^^^ v^lil^H^4tlMa)ctI^c^v^T^;t^fe P P ARr 
:5^>•pPARa{C^■r?)T>^:^-;^^{i^M,^^^T^.^'&^*^ofco 
2^^0-9 0) g PPARaMr>*{cPPARr C^^-r ?)PI^tiM 

^fe ^liOBiS)3^ CoA ^Tt-x:;^^;!/^*^? PARq:MI>'(cPPAR 

BPt). PPARaSt>'PPARr{-:^^t-^7^iT;UTiix;^ hT* 
S K R P -297 (Murakami K ^ : Diabetes (1998) 47, 1841-1847) 

oAf-;tx;:^7";u*spPARaS?>*PPARr0'i:^> K^ilolcM 

•feT*^- 3T^5=-^-^-(SRc-i )o^w.^i^Mf3S.n^^zn vm^ 

mc o Af-:tx;^7=-;Hiffl*<i!c#fi^tCJ^^^'[4$:ffiS bfco dtltc 
flifa5^CoAf-;^x;^x;HiPPARa;Rl>'PPAR70PI 
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IP*,, p p A Raiznt^mmmmt bxms^mmt^ ^ >; h ^ 

X ^ ^ o 

M(c(i. mmmc o A^t:r.7.T-)i^(D<b(D^mm^at[^xm^^ 

1) PPARaT>^:3-xhi: bT®ff ffl 

Wl^M. ^ :^ -7 '>;i/:^lJfqS. Uf^^T-fe h >:^^M-r ^ (Keller U 
f> : Diabetologia (1986) 29, 7-77) o P P A R a {± fPIl jo l^ 

xmmmcDmitRv^^ v >i^(D^i^izmmti:'i^m^^^x\.^ ^ z t 

2) P F AR 7 t \^X<D7 > ^ o :z. 7. h t bX(Dmm 

p AR7itmmm^(0'$^itizmmtii'i^m^^^x\>^^o m^iz. p 

PAR7Z:3-;^ hX$>^^7'J ^) iyy iy t >mmi^litmmmM<D 



wo 01/21181 



PCT/JP99/0S217 



5 

^•^^Z tffiWi^^ t\'X\f^ ^ (Piet DeVos ^ : JClin Invest (1996) 

98, 1004-1009) o f-T^y »; > t >mmmtmmmmmm t tr 

tZct »3i£T1-§C nTt^?.( Zhang E i^, : JBiol Chem (1996) 

271, 9455-9459) o Z ti ^ (D^mt" <^ s ? ? A R 7 T > ^ Oi ^ 7. h 

^SS^iJ 1. PPARahPPARr izM t ^f^^moM^ : 

PPARai:PPARr{-^1"§7^:i-:^^l':?'^'-^ hT*$)SKR 
P - 2 9 7 ® h 'jf-'^7A*iIi^(MurakamiK<c>: Diabetes ( 1998) 47, 
1841-1847) ^fflV^fcgf^lS^^^^S^Tofeo 6=itr-cDt:;^f-v> 
$:thSiPPAR a^^t>'P P A R r ® U > K JiiS ^ ^ ili ® N * HiJ 
(CftSP tfc^e (6x His-hPPARs LBD) ^ ^X-e tl^^Hg ^ > 

- «y >!r ;i/ * 7 A T m M U o 6x His-hPPARs LBD m & t 100 
nM[3H]KRP-297 (27Ci/mmol) 50 mM KCl, 10 mM v ^ :t ;^ 1/ h - 

;i/^&^tf 50mMTris-Hci mmmip\ii A)^xu,m.it^^ {mmmc o 

Af-3rai;j^7^;i/. S/y-x'i^) ®#ST^ ^^#STt: ES'C. 30 

y( >^ j.^- h Ltzo ^(DWi. •fe7TX':/^:^^G25*^A terse 

lC3^^bf3[3H]KRP-297 =&^lllts mmB^^mi^iy>^l^-i^3> 



wo 01/21181 



PCT/JP99/05217 



6 

PP ARr^^^ti>f^^i^^(DMmmt bX BRL-49,653 (Willson 
TM ^ : J Med Chem (1996) 39, 665-668 )*5 J; t>* 15-7^;^ ^ S/- A 
^^-yn 7^-^ -^"p > 1/ > J 2 (Cayman Chemical Co.)$:> PPARa 

{znt ^f^^^^onmmt ux 8(s)-b kp^Jtv^x^ zii^t^ h ^ 

X y ^(Cayman Chemical Co.)$:fflV^/io 
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invitTO \,ZXmM\^tz (TNT®^ ru/H^s Madison^ WI) o ±iS 
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^j!JDX.^ 4°C^ 60 ^ h Ltzo ji/CWCT 3 [ll?$fc# t 

/i^sT'Dxi' vG-te^TD-J^^^^EOml© SDS-it > 7';^>'^' 7 t - 
Ls 205; SDS-PAGE. ^®^:t-hy^7'< - (C T [35S]SRC-1 

U -;i/^C oA^:tx;^7^;i/liPPARa®';:ti^> 
h'T-$>S K R P -297*5 cfcU^ ^ -;U^t3=fc S R C -1 ® m^f^ff^fiK 
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